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AB The present invention relates to compns . comprising semi-cryst. 
.beta . -1-4 -N-acetylglucosamine polymers (p-GlcNac) and methods 
utilizing such polymers modulation of vascular structure and/or function 
The compns. and methods disclosed are useful for stimulating, in a 
p-GlcNac concn . -dependent manner, endothelin-1 release, 

vasoconstriction, and/or redn. in blood flow out of a breached vessel, a 
well as for contributing to or effecting cessation of bleeding. The 
methods of the present invention comprise topical administration of 
materials comprising semi-cryst. p-GlcNac polymers that are free of 
proteins, and substantially free of single amino acids as well as other 
org. and inorg. contaminants, and whose constituent monosaccharide sugar 
are attached in a .beta. -1-4 conformation. 
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to the discovery of nucleic acids and proteins 
processes, such as cell proliferation and 
fication of these aging-assocd. nucleic acids and 



proteins have diagnostic uses in detecting the aging status of a cell 
population as well as applications for gene therapy and the delaying of 
the aging process. 
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Poly-N-acetylglucosamine (p-GlcNAc) is a secretion of marine 
diatoms that is known to be useful in controlling bleeding. As a 
component of promoting hemostasis, p-GlcNAc is thought to exert 
vasoconstrictor effects in arteries. The authors examd. vascular effects 
of p-GlcNAc on isolated aortic rings obtained from Sprague-Dawley rats. 
The rings were suspended in organ baths and precontracted with U46619, a 
thromboxane A2 mimetic. The p-GlcNAc produced a concn . -dependent 
vasoconstriction over the range of 14 to 100 g/mL. At a concn. of 100 
.mu.g/mL, p-GlcNAc significantly contracted aortic rings by 133 mg of 
developed force. Neither a deacetylated deriv. of p-GlcNAc nor a 
structurally related macromol . , chitin, contracted rat aortic rings, 
indicating a specificity for p-GlcNAc. The vasoconstriction to p-GlcNAc 
was totally abolished in deendothelialized rat aortic rings, suggesting 
that an endothelial component is essential to the vasoconstriction. 
Pretreatment with the endothelin ETA receptor antagonist, 
JKC-301 (0.5 and 1 .mu.M), significantly diminished p-GlcNAc-induced 
vasoconstriction by 57-61%. However, p-GlcNAc did not significantly 
diminish nitric oxide release from rat aortic endothelium. These results 
provide evidence that p-GlcNAc significantly contracts isolated rat aortic 
rings via an endothelium-dependent mechanism, partly via enhancement of 
endothelin-1 release from endothelial cells. (c) 2002 Academic 
Press. 
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AB The invention relates to an oligonucleotide kit as probe for the detection 
of relevant variations in the DNA methylation of a target group of genes. 
The invention further relates to the use of the same for detg. the gene 
variant with regard to DNA methylation, a medical device, using an 
oligonucleotide kit, a method for detg. the methylation state of an 
individual and a method for the establishment of a model for establishing 
the probability of onset of a disease state in an individual. Such 
diseases may be: undesired pharmaceutical side-effects; cancerous 
diseases; CNS dysfunctions, injuries or diseases; aggressive symptoms or 
relational disturbances; clin., psychol. and social consequences of brain 
injury; psychotic disorders and personality disorders; dementia and/or 
assocd. syndromes; cardiovascular disease, dysfunction and damage; 
dysfunction, damage or disease of the gastrointestinal tract; dysfunction, 
damage or disease of the respiratory system; injury, inflammation, 
infection, immunity and/or anastasis; dysfunction, damage or disease of 
the body as an abnormal development process; dysfunction, damage or 
disease of the skin, muscle, connective tissue or bones; endocrine and 
metabolic dysfunction, damage or disease; headaches or sexual dysfunction. 
This abstr. record is one of several records for this document 
necessitated by the large no. of index entries required to fully index the 
document and publication system constraints. 
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Towards defining the urinary proteome using liquid 
chromatography-tandem mass spectrometry. I. Profiling 
an unf ractionated tryptic digest 

Spahr, Chris S.; Davis, Michael T.; McGinley, Michael 
D.; Robinson, John H . ; Bures, Edward J.; Beierle, 
Jill; Mort, Jessica; Courchesne, Paul L.; Chen, Kui; 
Wahl, Robert C; Yu, Wen; Luethy, Roland; Patterson, 
Scott D. 

Departments of Biochemistry and Genetics, Thousand 
Oaks, CA, USA 

Proteomics (2001), 1(1), 93-107 
Published in: Electrophoresis, 22(2) 
CODEN: PROTC7; ISSN: 1615-9853 
Wiley-VCH Verlag GmbH 
Journal 
English 

of normal male urine from a com. pooled source has been 
direct liq. chromatog . -tandem mass spectrometry (LC-MS/MS) . 
inary protein mixt . was denatured, reduced and enzymically 



digested prior to LC-MS/MS anal, using a hybrid-quadrupole time-of-f light 
mass spectrometer (Q-TOF) to perform data-dependent ion selection and 
fragmentation. To fragment as many peptides as possible, the mixt. was 
analyzed four sep. times, with the mass spectrometer selecting ions for 
fragmentation from a subset of the entire mass range for each run. This 
approach requires only an autosampler on the HPLC for automation (i.e, 
unattended operation). Across these four analyses, 1.4 50 peptide MS/MS 
spectra were matched to 751 sequences to identify 124 gene products 
(proteins and translations of expressed sequence tags) . Interestingly, 
the exptl. time for these analyses was less than that required to run a 
single two-dimensional gel. 
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WO 1999-US30575 W 19991221 
AB The present invention relates to methods and compns . comprising at least 
one endothelin antagonist, preferably in combination with a 
poly- .beta. -1 . fwdarw. 4 -N-acetyl glucosamine (p-GlcNAc) 
polysaccharide matrix, for use in the treatment of cancer and other 
proliferative diseases. The endothelin antagonist can be a 
peptide or non-peptide compd., and the p-GlcNAc matrix of the invent 
comprised of a polymer. of high mol . wt . whose constituent monosaccha 
sugars are attached in a . beta . -1 . fwdarw. 4 conformation, and which i 
of proteins, and substantially free of single amino acids, and other 



ion is 
ride 
s free 
org . 



and inorg. contaminants. The compns . and methods of the invention are 
useful for inhibiting the growth of tumors and other neoplastic cells 
and/or for inhibiting the metastasis of neoplastic cells in vivo. 
P-GlcNAc was extd. from Thalassiosira fluviatilis (6.85 mg/L of culture), 
purified and deacetylated (prepn. given). Efficacy of a mixt . of 2% 
p-GlcNAc and 3 mg/kg Ro61-0612/001 in melanoma metastases in mice was 
shown . 
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Evidence of glycosylated sites on the 
endothelin-1 receptor in Swiss 3T3 cells 
Devesly, Pierre; Cade, Christina; Polokoff, Mark A. ; 
Botelho, Lynne H. Parker 

Dep. Pharmacol., Berlex Lab., Inc., Cedar Knolls, 
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Journal 
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Pharmacol. (1991), 17(Suppl. 7), 



ISSN: 0160-2446 



The effects of incubation of intact cells with 6* different lectins on the 
specific binding of [ 1251 ] endothelin-1 (ET-1) were detd. in 
Swiss 3T3 fibroblasts. ET-1 binding was unaffected by pretreatment of 
cells for 1 h at 37. degree, with Con A, soybean agglutinin, Ulex europaeus 
agglutinin I, peanut agglutinin, or Galanthus nivalis agglutinin. 
However, preincubation of cells with 300 .mu.g/mL of wheat germ agglutinin 
resulted in a 70% decrease in specific binding of ET-1 to cell-surface 
receptors. The inhibitory effects of wheat germ agglutinin were 
diminished by brief incubation of lectin-treated cells with 100 mM N- 
acetylglucosamine, a monosaccharide specifically recognized by 
wheat germ agglutinin. Neither glucose nor mannose had any effect on 
wheat germ agglutinin-mediated inhibition of the specific binding of ET-1. 
These results suggest that the ET-1 receptor on 3T3 cells is a 
glycoprotein that contains one or more N-acetylglucosamine 
residues at or near the ligand binding site. 
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Poly-N-acetylglucosamine (p-GlcNAc) is a secretion 
of marine diatoms that is known to be useful in controlling bleeding. As 
component of promoting hemostasis , p-GlcNAc is thought to exert 
vasoconstrictor effects in arteries. The present study was undertaken to 



AUTHOR: 
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CONTRACT NUMBER: 
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PUB. COUNTRY: 
DOCUMENT TYPE: 
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FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



BAACKGROUND: 



determine whether p-GlcNAc induced a significant vasoconstrictor effect 
and, if so, what the mechanism of this effect might be. MATERIALS AND 
METHODS: We examined vascular effects of p-GlcNAc on isolated aortic rings 
obtained from Sprague-Dawley rats. The rings were suspended in organ baths 
and precontracted with U4 6619, a thromboxane A2 mimetic. RESULTS: p-GlcNAc 
produced a concentration-dependent vasoconstriction over the range of 14 
to 100 microg/ml. At a concentration of 100 microg/ml, p-GlcNAc 
significantly contracted aortic rings by 133 + /- 20 mg of developed force 
(P < 0.01). Neither a deacetylated derivative of p-GlcNAc nor a 
structurally related macromolecule, chitin, contracted rat aortic rings, 
indicating a specificity for p-GlcNAc. The vasoconstriction to p-GlcNAc 
was totally abolished in deendothelialized rat aortic rings, suggesting 
that an endothelial component is essential to the vasoconstriction". 
Pretreatment with the endothelin ET (A) receptor antagonist, 
JKC-301 (0.5 and 1 microM) , significantly diminished p-GlcNAc-induced 
vasoconstriction by 57 to 61% (P < 0.01). However, p-GlcNAc did not 
significantly diminish nitric oxide release from rat aortic endothelium. 
CONCLUSION: These results provide evidence that p-GlcNAc significantly 
contracts isolated rat aortic rings via an endothelium-dependent 
mechanism, partly via enhancement of endothelin-1 release from 
endothelial cells. 
(c)2001 Elsevier Science. 
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AB The effects of incubation of intact cells with six different lectins on 
the specific binding of [ 1251 ] endothelin-1 (ET-1) were 
determined in Swiss 3T3 fibroblasts. ET-1 binding was unaffected by 
pretreatment of cells for 1 h at 37 degrees C with concanavalin A, soybean 
agglutinin, Ulex europaeus agglutinin I, peanut agglutinin, or Galanthus 
nivalis agglutinin. However, preincubation of cells with 300 micrograms /ml 
of wheat germ agglutinin resulted in a 70% decrease in specific binding of 
ET-1 to cell-surface receptors. The inhibitory effects of wheat germ 
agglutinin were diminished by brief incubation of lectin-treated cells 
with 100 mM N-acetylglucosamine, a monosaccharide specifically 
recognized by wheat germ agglutinin. Neither glucose nor mannose had any 
effect on wheat germ agglutinin-mediated inhibition of the specific 
binding of ET-1. These results suggest that the ET-1 receptor on 3T3 cells 
is a glycoprotein that contains one or more N-acetylglucosamine 
residues at or near the ligand binding site. 
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